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DEPOSIT STATEMENT 



Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 

•Sir 



I. Yaeuo Koishlhara, an Inventor of the captioned application, declare: 

1 . A deposit of an anti-HM1 .24 antibody-produdng hybridoma was made at the • 
, following International Depository Authority, whose current address is: 
Patent Microorganism Depository of the . 
National Institute of Industrial Sejence and Technolonv 
Chuo,DaJ6, w . 

M, Higashi 1-chome 
Teukuba city, Ibaraki 
Japan 

under accession number PERM 8P-5233 (deposit date; April 27. 1905) and accepted 
under the provisions of the Budapest Treaty for patent purposes. 

2. All restrictions on the availability to the public of the culture deposited will be 
irrevocably removed upon the granting of e patent from the above-identified application; 

3. The deposit will be replaced if viable samples cannot be dispensed by the 
depository; and, 

4. 1 hereby declare that all statements made herein of my own knowledge are true and 
that ail statements made on information and belief are believed to be true; and further that 
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these statements were made with the Knowledge that wilIM false statements and the like so 
made are punishable by fine or Imprisonment, or both, under Section 1001 of Trtle 18 of the . 
•United States Code anb that ewch willful false statements may Jeopardize the validity of the 
application or any patent resulting therefrom; Further declarant sayeth not. 



Respectfully submitted, 



Yasuo koishihara 
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DECLARATION UNDER 37 C FRS1 1 32 OF OR YASUQ KOISHIHARA 

Commissioner for Patents 
P.O. Box 14S0 
Alexandria, VA 22313-1450 



■ I, Yaeuo Koishihara, hereby declare and say that 

I am a scientist employed by Chugai Pharmaceutical Co., Ltd. since 1984. I em 
• presently employed as Group Manager of Assessment Coordination Group, Business 
Development Department, A copy of my CV Is attached: 

I. established a screening method using EGF receptor binding assay for antfeancer 
drugs in 1884. 

I purified natural erythropoietin from the urine of anemia patients for the development of 
recombinant erythropoietin at Kumamoto University in 1985-87. 

I was charge of an IL-6 blocker's program in which we collaborated with Osaka 
University and then therapeutic monoclonal antibodies since 1987. First antibody program 
was development of humanized IL-6 receptor antibody for treatment of Multiple Myeloma and 
Rheumatoid Arthritis. Second program was development of humaniwd BST-2/KM124 
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(CD31 7) antibody in which collaborated with Tokushima University for treatment of Multiple 
Myeloma and other tumors since 1 §94. 

The experiments of our BST-2/HM1 .24 research were conducted by ma or under my 
supervision and control. I am a co-inventor of the subject matter of the above-identlfiedUS. 
Patent application. I am familiar with the specification and pending claims, and with the ' 
prosecution history of the application. 

Other than my regular salary. I have not been provided additional compensation for 
preparing this declaration. 

. • I am able to read and understand the English language, whenit Is written; 

I have reviewed the application and the examiner's anticipation rejection of claims 15. 
19, 21 and 22 of this application relating to therapeutic agents for solid tumors. Specifically, 
the examlnermalntains that Morin ef a/. (ij$ PG PUB 2003/021 1496. 'Morh'j anticipates the 
claimed invention because 'Morin specifically dfecussea these antibody for treatment of 
ovarian cancer and since the BST-2 protein is Identical to the instant seo. ID No. 2 (see 
sequence alignment) the claims are anticipated by' Morin." (Office Action dated Janua* 1 6 
2009, page 7). 

Morin simply places antf-BST-2 antibody in a long list of possible antibodies that could 
be used to. treat ovarian cancer. Nowhere in the specification does Morin teach how to use 
or generate specific anti-HM1.24 antibodjes to treat a disease. Additionally. Morin does not 
provide experimental proof , ha t ovenan cancer can be treated by an anti-BST-2 antibody 
In fact, no antibodies were prepared in the. Morin reference. Specifically. Morin does not 
d,scloae the use of antW-IMI.24 antibodies. Thus, from the Morfn specification one of skill in 
the art would not know how to prepare antibodies to treat ovarian cancer. 

Additionally, the Morin reference does not disclose the relations between expression 
of BST-2 anbgen protein and the disease state. The Morin reference only shows thatmRNA 
levels are increased In ovarian tumor cells, but does not showlhat protein levels are 
increased. Antibodies used to treat cancers are most effective if differentially expressed in 
cancer ceils at the protein level. Morin does notteach the correlation between mRNA BST-2 
levels and protein expression levels of BST-2. This Is Important because post-transcripfiona. 
regulation could play a key role In protein regulation. Spedficalry, In cancer cells Increases in 
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mRNA levels do not always correlate to increase* in protein expression levels. T*us, from 
the Morin reference, one of ordinary skill In the art would not necessarily feoue on generating 
BST-2 antibodies to treat cancer. 

I have reviewed K.M, Roppen et a/., J. cifn Pethol (2001). 64; 633-538, and the authors 
show that posMranscriptional regulation can modHy the availability of functional AP-2y 
protein. Spedflcally.theauthorsstateTogetherwithreducedAP^expreselonlnhigh 
grade carcinomas, this might contribute to tumor progression. The discrepancy between 
mRNA end protein expression suggests that posttranecriptional regulatory mechanism might 
. modijy the availability of functional AP-2y protein In colorectal carcinoma" 

Additionally, I have reviewed Fujimoto * a/., j pn , j, Beotnph. (1898) 40:313 25-28 • 
In this reference, the authors argue that post-banscriptlonal regulation plays a key role in 
regulating protein levels in tumors. Specifically, the abstract states *A discrepancy between ' 
results of nm 23-H1 protein level by Western blot end mRNA level by Northern blot was 
observed In HCCe," and that these data suggest that the expression of nm 23*1 was 
•mainly regulated ate posMranscriptional level.- Taken together, the Roppen and Remote 
references support the proposition that protein iw* are not always correlated with mRNA 
levele in tumors. 

I further declare that all statements made herein of my own knowledge are true and 
that all statements made on information and beJef are believed to be true; and further that ' 
these statements were made with the knowledge that willful false statements and the like so 
made are punlahable by fine or Imprisonment, or both, under Section 1001 ofTltJe 18 of the 
united States Code and that such willful false statements may jaopardfee the validity of the 
application or any patent resulting therefrom. 



Jut* 9™> 

Date 

Or Yasuo Kolshfhara 
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CVofYasuo Koteihihara 

1984.04,01 Research laboratory 4, Now Drug Research Laboratory 
Research Dept. Ill, New Drug Research Laboratory 
Researcher, Internal Medicine II. (Medical School. Kumamoto University 



1985.02.11 



1085.04*01 - 
1987.01.31 



1987.02.11 
1990.05.11 
1992.02.11 
1993.02.11 
1995.01.11 
• 1397.02.01 
1997.10.01 
1908.10.01 
2000.10.01 
2002.10.01 
2003.-10.01 
. 2005.07,01 
2006.09.01 

2008.03.27 

2008.10.01 



Research Dept. Ill, Exploratory Research Laboratory 

Research Dept. II, Exploratory Research Laboratory 

Researcher, Exploratory Research Laboratory I 

Assistant Manager. Laboratory of Cancer & Hematological Disease 

Research Scientist, Pharmaceutical Research Laboratory 

Senior ScientiaL Pharmaceutical Research Laboratory 

Senior Scientist, Pharmaceutical Research Laboratory II 

Manager. Pharmaceutical Development Coordination Dept 

Reject Leader (AHM), Manager, International Development Coordination 

.Specialist, Project Management Group, Project Mana 9 ement Dept 

Specialist, Projact Management Group, Development Planning Dept. 

Specialist. Pro)»aM«n» W nentpoq Dept. Strategic MartetinBUnlt 
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